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LANGUAGE: English PUBLISHER: University of Chicago Press 
? e au=l ebr un, nnryse 



Ref 


1 1 en^ 


1 ndex- 1 er m 




E1 


1 


AU= LEBRUN, 


MARI 0 


E2 


1 


AU= LEBRUN, 


MARTI N R 


E3 


54 


*AU= LEBRUN, 


MARYSE 


E4 


3 


AU= LEBRUN, 


MATTHEW 


E5 


1 


AU= LEBRUN, 


MATTHEW P. 


E6 


1 


AU= LEBRUN, 


MAURI CE 


E7 


2 


AU= LEBRUN, 


MAURI CE J 


E8 


1 


AU= LEBRUN, 


MAURI CE JOSEPH, 1 1 1 


E9 


60 


AU= LEBRUN, 


MAXI ^/E 


E10 


22 


AU= LEBRUN, 


MH 


E11 


1 


AU= LEBRUN, 


M CHAEL J . 


E12 


1 


AU= LEBRUN, 


MCHAEL M 



Ent er P or PAGE f or mor e 

Page 8 



10585721a. pdf 

? s e1-e12 

1 AU=LEBRUN, mR\ 0 

1 AU=LEBRUN, M^RTI N R 

54 AU=LEBRUN, M^VRYSE 

3 AU=LEBRUN, MATTHEW 

1 AU=LEBRUN, IVATTHEW P. 

1 AU=LEBRUN, MAURICE 

2 AU=LEBRUN, M^URI CE J 

1 AU=LEBRUN, M^URI CE JOSEPH, I I I 

60 AU=LEBRUN, MKK] fJE 

22 AU=LEBRUN, MH 

1 AU=LEBRUN, M CHAEL J. 

1 AU=LEBRUN, M CHAEL M 

S9 148 E1-E12 

? s s9 and t oxopi asma 

148 S9 

127488 TQXCPLASI\A 

510 40 S9 AND TC^OPLASM^ 
? s slO and (knockout or nxit ant ) 

40 S10 

382656 KNOCKOJr 

2047722 MJTANrr 

511 2 S1 0 AND ( KNCCKCUr OR MJTANT) 
? t Sll/3, k/ 1-2 

»>KW C opt i on is not avai I abl e in f 1 I e( s) : 399 

11/3, K/1 (Item 1 f rom f i I e: 399) 
Dl ALOG( R) Fi I e 399: OA SEARCHf R) 

(c) 2010 An^rican Cineni cal Society. All rts. reserv. 
146161103 OA: 146(9)161103] JOURNAL 

l\/!cl-3 knockout of ToxopI asnn gondii is a successful vaccine against 
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MdI ecul ar Si gnal s in t he Tr af f i cki ng of ToxopI asrra gondi i Pr ot ei n 
M C3 to t he M cronemes 

Haj j , Hi ba El; Papoi n, Julian; Carada, Cdi 1 e; C^r ci a- Reguet , Nathalie; 
Soata, IVbrtina; Dubran^tz, Jaan- Fr ancoi s; Lebr un* , IVbryse 
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ABSTRACT: The protozoan parasite ToxopI asrrH gondii is equipped \wi t h a 
sophisticated secretory apparatus, including three distinct exocytic 
organelles, narred rri cr onerres. . . 

DESCRI PTORS: 

ToxopI asn^ gondi i --Organel I es. . . 
BROADER TERIVB: 
SYSTEI\ATI OS: 

ToxopI asrra gondi i - - ( Cocci di a ) - - Par asi t e 



20/3, K/ 10 (Item 2 from fi I e: 185) 
Dl ALOG( Fi I e 185: Zool ogi cal Record Onl i ne( FQ 
(c) 2010 The Thomson Corp. All rts. reserv. 

04699985 Bl OSI S No. 13800047116 

The Toxoplasma gondii protein M C3 requires pro- peptide cleavage and 

din^rization to function as adhesi n. 

AUTHORS: Cerede, Odi I e; Dubren^tz, Jean Francois; Bout, Daniel; 
Lebrun, IVbryse (a) 

AUTHORS ADDRESS: (a) Facul t e des Sciences Phar maceut i ques et Bi ol ogi ques, 
UIVR Uni ver si t e- 1 NRA d' I nrrunol ogi e Parasitaire, 31 Avenue IVbnge, F- 37200, 
Tours; France 

SOURCE: E^/BOJournal 21(11), June 3 2002: 2526- 2536. [Print] 
DOCU^/E^ TYPE: Arti cl e 
ISSN: 0261-4189 

LANGUAGES: Engl i sh SUIVM^RY LANGUAGES: Engl i sh 
RECORD TYPE: Abst r act 

The ToxopI asrra gondii protein M C3 requires pro- peptide cleavage and 
di rrer i zat i on to f unct i on as adhesi n. 

Page 23 



10585721a. pdf 

AUTHORS: Cerede, Cdi I e; Dubrennetz, Jean Francois; Bout, Daniel; 
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...ABSTRACT: proteins and undergo proteolytic processing of unknown 
biological significance during their transport to rri cr onennes. In 
ToxopI asma gondi i , t Ine m cr onennal hormodi rmer i c pr of ei n M G3 is a 
potent adhesi n that displays features shared by... 
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ABSTRACT: Host cell attachment by Toxoplasma gondii is 

dependent on polarized secretion of apical adhesi ns released from the 
rri cronerTBS. Subsequent t r ansi ocat i on of . . . 
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...this step; however, their precise roles in vivo have not been 
elucidated. Using a conditional knockout strategy, we demonstrate 
that TgRCM participates in processing of surface adhesi ns including 
M C2, AMM, and M C3. Suppression of TgRCM I ed t o decreased release of 
the adhesi n M C2 into the supernatant and concorri t ant I y increased 
the surface expression of this and a subset... 

... adhesi ns that is inportant for efficient cell rrDtility and invasion of 
host eel I s by T. gondi i . 
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. . . ABSTRACT: i npl i cat ed al dol ase, a t et r anner i c gl ycol yt i c enzyme, i n 
coupl i ng act i n f i I ament s to t he par asi t e' s sur f ace adhesi n 
mcronerTB pr ot ei n 2 ( M C2) . Here, ws test the essentiality of this 
i nt eract i on i n host eel I . . . 

. . . Based on in vitro st udi es and homol ogy model i ng, we gener at ed a ser i es 
of nutations in ToxopI asn^ gondii aldolase (TgALDI) that 
delineated IVl C2 tail donni n ( M C2t ) binding function from its enzyme 
activity. W tested these mit ant s by conpl ement i ng a conditional 
knockout of TgALDI. Mjt at i ons that affected glycolysis also reduced 
mot i I i t y. IVLit ant s onl y af f ect i ng bi ndi ng to M (2t . . . 

...but i s al so essential for efficient host cell invasion, based on its 
ability to bridge adhesi n- cyt oskel et on interactions i n t he 
par asi t e. 
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Toxoplasma M C2 is a n^j or det er m nant of invasion and virulence 

ABSTRACT: Like its api conpl exan kin, the obligate intracellular protozoan 
ToxopI asma gondi i act i vel y i nvades n^mrHl i an eel I s and uses a 
uni que f or m of gl i di ng nx)t i I i t y. The r ecent i dent i f i cat i on. . . 

...parasite has multiple options for host -eel I recognition and invasion. To 
test whether the t r ansrrBrrbr ane adhesi n M C2, together with its 
partner protein l\^AP, participates i n a rraj or invasion pathway, ws 
utilized a conditional expression syst em t o introduce an 
anhydrot et racycl i ne- responsi ve rri c2 construct, allowing us to then 
knockout the endogenous rri c2 gene. Conditional suppression of M C2 
provided the first opportunity to directly det er rri ne. . . 

. . . i nmruni t y. Cur f i ndi ngs demonst r at e t hat t he M C2 pr ot ei n corrpl ex i s a 
major virulence det erni nant for ToxopI asrra infection and that 
M C2-def i ci ent parasites constitute an effective I i ve- at t enuat ed vaccine 
f or exper i n^nt al t oxopi asmosi s. 
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ABSTRACT: Toxoplasma gondii is an api conpl exan parasite capable 

of infecting a broad host range including humans. The t achyzoi t e. . . 

...adhesive proteins from apical secretory organelles called mcronen^s. A 
protein conpl ex consisting of the t r ansmentr ane adhesi n M C2. and a 
tightly associated partner, l\^AP, is abundantly released from the 
nicronemes. Si m I ar to many proteins in a regulated secretory pathway, T. 
gondii proteins destined for nicronemes and rhoptries (another 
secretory organelle associated with invasion) undergo proteolytic 
mat ur at i on. . . 

. . . pr opept i de t hat is r emoved i n a post - QdI gi conpar t ment . By expr essi ng an 
IVEAP propeptide deletion nrutant i n t he IVEAP knockout 
background, we show that the propeptide is required for the M C2- l\^AP 
conpl ex to exit from the early endosorrB. Although a cl eavage- r esi st ant 
l\^AP nut ant was abl e to ef f i ci ent I y r each t he nri cr onemes, i t was 
unable to rapidly mobilize from the. .. 

. . . i nvasi on and wer e par t i al I y at t enuat ed in vi r ul ence t o a degr ee t hat is 
i ndi St i ngui shabi e f r om IVEAP knockout parasites. Conditional 
expression of IVI (2 showed that it i s ai so required for correct l\^AP 
sort i ng. . . 

...basis for future studies aimed at defining the branch points of protein 
sorting in T. gondii and at a deeper understanding of the precise 
r ol es of l\^AP pr opept i de and M 02 t ar get i ng. . . 
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ABSTRACT: Api conpl exans such as Toxoplasma gondii actively 

invade host cells using a unique par asi t e- dependent mechani sm t er n^d 
gl i di ng mot i I i t y. Gal ci um- nBdi at ed. . . 

. . . St i mul at e i nt r acel I ul ar cal ci um f I uxes and f ound t hat t hi s dr ug I ed to 
enhanced rrot i I i t y by T gondi i . Tr eat rrent wi t h cal rri dazol i um 
increased the duration of gliding and resulted in trails that were twice 
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as long as those f or itbcI by control parasites. Gal m dazol i urn al so 

i ncr eased m cr onen^ seer et i on by T gondi i , and st udi es wi t h a 

del et i on nxit ant of t he accessor y pr ot ei n n^AP sped f i cal I y 

i npl i cat ed t hat adhesi n M C2 was i npor t ant f or gl i di ng. The ef f ect s 

of cal m dazol i urn on gl i di ng and seer et i on wer e due. . . 

. . . osci I I at i ons in i nt r aoel I ul ar cal oi urn I evel s rray r egul at e m cr onenne 
secretion and control gliding nnDtility in T. gondii. 
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... ABSTRACT: pyrrol- 3- yl) pyridine ( conpound 1), which effectively controls 
t he pr ol i f er at i on of Ei n^r i a t enel I a and ToxopI asma gondi i 
parasites in ani nnl nx)del s. The efficacy of conpound 1 in 
par asi t e- speci f i c nBt abol i c assays of . . . 

...fining of conpound addition. Si nrul t aneous addition of conpound with 
extracellular E. t enel I a spor ozoi t es or T. gondii tachyzoites 
i nhi bi t ed ( 31-1) - ur aci I upt ake i n a dose- dependent rranner , whi I e rri ni rral 
efficacy was observed... 

...cell invasion. I muinof I uor escence assays confirrred that conpound 1 
blocks the attachrrent of Eirreria spor ozoi tes or ToxopI asrTH 
tachyzoites to host cells and inhibits parasite invasion and gliding 
nDtility. Gonpound 1 also inhibits the secretion of nncronemal adhesi ns 
(E. tenellaMGI, M C2 and T. gondii M C2) , an act i vi t y cl osel y 
I i nked t o i nvasi on and nx)t i I i t y in api conpl exan par asi t es. The i nhi bi t i on 
of T. gondii M C2 adhesi n secretion by conpound 1 was not 
r eversed by t r eat nBnt wi t h cal ci um i onophor es or by et hanol . . . 

... cal ci unr> dependent events comronl y associated with the discharge of the 
mcronenB organelle in tachyzoites. Transgenic ToxopI asrrH st r ai ns 
expressing cGVP- dependent protein kinase rrut ant alleles that are 
refractory to conpound 1 (including cGVP- dependent protein kinase 

knock- out I i nes. . . 

...potential role of cQVP- dependent protein kinase in invasion and 
nDtility. In these strains, parasite adhesi n secretion, gliding 
nDtility, host cell attachrrsnt and invasion displayed a reduced 
sensitivity to corrpound 1... 
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Two separate, conserved acidic ani no acid domains wi t Ini n tine 
Toxoplasma gondii M C2 cytoplasmic tail are required for 
parasi t e sur vi val 

...parasite before they are shed by the activity of a rhorrboid protease. 
TRAP or t ho! ogs, 1 no! udi ng ToxopI asrrH gondi 1 M C2 ( rri or onenrB 
pr ot el n 2) , possess a shor t cyt op! asrri c t a! I , whi ch 1 s assent la! f or 

mot i I i t y. Previ ous. . . 
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Corporate Sour ce/ 1 nst i t ut i on: The Johns Hopkins University (0098) 
Source: VaU^/E 66/ 04- B OF Dl SSERTATI ON ABSTRACTS I ISTTERNATI CNAL. 

PAGE 1878. 178 PAGES 
ISBN: 0-542- 10152-1 

McronenrB protein function In ToxopI asrrH gondii 

<i t al I oToxopI asrrH gondi I </ 1 1 al I c> Is an obi I gat e 
i nt r acel I ul ar par asl t e of rrsdl cal I rrpor t ance to bot h humans and anI mal s. 
Host . . . 

... of IV2AP is suf f i ci ent f or conpl ex f or mat I on in bot h manmal i an eel I s and 
In <i t al i c> T. gondi i </ i t al i c>. 

Ful I - 1 engt h M C2 i s a derronst r at ed adhesi n, al t hough t he 
contributions of the Individual adhesive dorrnl ns had not been previously 
assessed. Using r ecorrbl nant . . . 
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...propeptide and its processing influences corrpl ex trafficking. V\fe 

generated parasites expressing IV2AP&IDel t a; pr o, a rrut ant that lacks 

tine propeptide, and parasites expressing IV2AP 

P4- P4<super >&pr i me; </ super >( A) , a nut ant t inat is refractory to 

propeptide processing. V\fe found t Inat tine absence of the propeptide results 

in secretory retention and, i n t he absence of proteolytic processing, 

conpl ex assent)l y is inpaired. Both rrut ant proteins cause inrpaired 

i nvasi on and at t enuat ed <i t al i oi n vi vo</ i t al i c> i nf ect i ons, enrphasi zi ng 

t he i nport ance of . . . 

...propeptide. Because attachrrent and invasion are essential steps i n t he 
life cycl e of <i t al i oT. gondi i , </ i t al i c> ws bel i eve t hat pr ot ei ns 
involved in these processes are prorrising drug targets. 
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0001940283 (USE FORMAT 7 OR 9 FOR FULLTEXT) 

Findings f r om V\feshi ngt on University, IVbdi cal Department provide new 

i nsi ght s i nt 0 pat hogens 

Science Letter, July 13, 2010, p. 1427 

DOCU^/E^ TYPE: Expanded Repor t i ng LANGUAGE: English 
REOORD TYPE: FULLTEXT 
V€RD OOUISTT: 361 

TEXT: JUL 13 - ( NevwsRx. corr) -- "Host cell attachrrsnt by ToxopI asrrH gondii 
is dependent on polarized secretion of apical adhesi ns released 
from the nicronenBS (see also Pathogens). Subsequent translocation of these 
adhesi ve conpl exes by. . . 

. . . demDnst r at e that TgROVW participates in processing of surface adhesi ns 
including M C2, AIVAI , and M C3. Suppression of TgRCM^ I ed t o 
decreased release of the adhesi n M C2 into the supernatant and 
concom t ant I y increased the surface expression of this and a subset of 
other adhesi ns. Suppression of TgROVM- resulted in disruption of 
nornnl gliding, wi t h t he n^j or i t y of parasites twirling... 
... col I eagues publ i shed t hei r st udy in PI os Pat hogens ( Rhontoi d 4 ( RCM^) 
Affects the Processing of Surface Adhesi ns and Facilitates Host Cell 
Invasion by ToxopI asnn gondii. PI os Pathogens , 201 0; 6( 4) : 858) . Additional 
information can be obtained by contacting J.S. Bugul i ski s, Wishington 
University, School l\/fedi cal , Dept. of MdI ecul ar Mcrobiology, St. 
Louis, MD63110, USA. The publ i sher of the... 
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Researchers f r om V\6shi ngt on University, l\/fedi cal Depart n^nt describe 

f i ndi ngs in life sci ences 

Life Science V6ekl y, June 30, 2009, p. 1763 

DOCU^/E^ TYPE: Expanded Repor t i ng LANGUAGE: English 
RECORD TYPE: FULLTEXT 
WORD COUNT: 326 



. . . TEXT: IVl C2) , " sci ent i St s wr i t i ng in t he j our nal 

Based on in vitro studies and homology rrodel i ng, W3 generated a 
series of rrut at ions in ToxopI asrrH gondii aldolase (TgALDI) that 
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delineated M C2 tail domain ( M C2t ) binding function from its enzyn^ 
activity. W tested these nut ant s by conpl ement i ng a conditional 
knockout of TgALDI . Mjt at i ons that affected glycolysis also reduced 
mot i I i t y. Mjt ant s onl y af f ect i ng bi ndi ng to M C2t . . . 

...but i s al so essential for efficient host cell invasion, based on its 
ability to bridge adhesi n- cyt oskel et on interactions 1 n t he parasite." 
St arnes and colleagues published their study i n Cel I Host &Mcrobe 
(Aldolase Is Essential for Energy Production and Bridging Adhesi n 
-Act in Cyt oskel etal Interactions during Parasite Invasion of Host Cells. 
Cell Host &Mcrobe, 2009;5(4. .. 
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Preparing for an invasion: charting the pathway of adhesion proteins to 
ToxopI asma nlcronen^s. 

AUTHORS: Huynh, ^/i^-Hang; Harper, Jill M; Car rut hers, Ver n B. (a) 
AUTHORS ADDRESS: (a) Johns Hopkins Bloonterg School of Public Health, W 
Harry Pel nst one Depart n^nt of IVbl ecul ar M cr obi ol ogy and I nrrunol ogy, 615 
Nort h W)l f e St reet , BaltimDre, MD 21205; USAvcarruth@hsph.edu 
SOURCE: Parasitology Resear ch 98( 5) , April 2006: 389-395. [Print] 
DOCUIVEISTT TYPE: Ar t i cl e 
ISSN: 0932-0113 

LANGUAGES: Engl i sh SUIVM^RY LANGUAGES: Engl i sh 

RECORD TYPE: Abst r act 

Preparing for an invasion: charting the pathway of adhesion proteins to 
ToxopI asnn nicronemes. 

ABSTRACT: ToxopI asrTH gondii is an api corrpl exan parasite capable 
of infecting a broad host range including hurrans. The t achyzoi t e. . . 

...adhesive proteins from api cal secretory organelles called mcronemes. A 
protein conpl ex consisting of the t r ansnrBnlDr ane adhesi n M C2 and a 
tightly associated partner, IVEAP, is abundantly released from the 
mcronenBS. Si m I ar to nnany proteins in a regulated secretory pathway, T. 
gondii proteins destined for rricronerrBS and rhoptries (another 
secretory organelle associated wa t h invasion) undergo proteolytic 
mat ur at i on. . . 

...propeptide that Is rerroved in a post-Qolgi corrpar t rrent . By expressing an 
IVEAP propeptide deletion rrut ant i n t he l\^AP knockout 
background, we show t hat the propeptide is required for the M C2- l\^AP 
conpl ex to exit from the early endosorrs. Although a cl eavage- r esi st ant 
IV2AP nut ant was abl e to ef f i ci ent I y r each t he rri cr onerrBS, i t was 
unabi e to r api dl y nx)bi I i ze f r om t he. . . 

. . . i nvasi on and wer e par t i al I y at t enuat ed in vi r ul ence t o a degr ee t hat is 
i ndi st i ngui shabi e f r om IV2AP knockout par asi t es. Condi t i onal 
expression of IVl C2 showed that it i s al so required for correct IV2AP 
sort i ng. . . 

. . . basi s f or f ut ur e st udi es ai rrsd at def i ni ng t he br anch poi nt s of pr ot ei n 
sorting in T. gondii and at a deeper understanding of the precise 
r ol es of IV2AP pr opept i de and M C2 t ar get i ng. . . 

DESCRI PTORS: 

. . . ToxopI asrra gondi i , ... 
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. . . cont r ol iTBchani snns 

ToxopI asma gondi i - - Pr ot ei ns 
BRCADER TERVB: 
SYSTEI\ATI CS: 

ToxopI asnna gondi i - - ( Cocci di a ) - - Par asi t e 

l\/Lis niJSCulus--( IVUridae )--l-lost 
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Cal ci um- nedi at ed pr ot ei n seer et i on pot ent i at es mot i I i t y in ToxopI asma 
gondi i . 

AljrHCRS: Vfetzel, Dawn M; Chen, Lea Ann; Ruiz, Pel i x A. ; IVbreno, Silvia 
N. J. ; Si bl ey, L. Davi d (a) 

AUTHORS ADDRESS: (a) Department of IVbl ecul ar Mcrobiology, V\feshi ngt on 
University School of IVbdi ci ne, 660 South Euclid Avenue, St Louis, IVD 63110; 
USA si bl ey@)or ci m wust I . edu 

SOURCE: Journal of Cell Science 117(24), Noverrber 15 2004: 5739-5748. 

[ Pr i nt ] 
DOCU^/EM^ TYPE: Art i cl e 
ISSN: 0021-9533 

LANGUAGES: Engl i sh SUI\M\RY LANGUAGES: Engl i sh 
RECORD TYPE: Abst r act 

Cal ci um- msdi at ed pr ot ei n seer et i on pot ent i at es mot i I i t y in ToxopI asma 
gondi i . 

ABSTRACT: Api conpl exans such as ToxopI as rrn gondii actively 

invade host cells using a unique par asi t e- dependent mechani sm t er med 
gl i di ng mot i I i t y. Cal ci um nBdi at ed. . . 

. . . St i rrul at e i nt r acel I ul ar cal ci um f I uxes and f ound t hat this dr ug I ed to 
enhanced mot i I i t y by T gondi i . Tr eat nent wi t h cal m dazol i um 
i ncr eased t he dur at i on of gl i di ng and r esul t ed in t r ai I s t hat were t wi ce 
as long as those f orn^d by control parasites. Cal ni dazol i um al so 
i ncr eased m cr onen^ seer et i on by T gondi i , and st udi es wi t h a 
del et i on nut ant of t he accessor y pr ot ei n n2AP sped f i cal I y 
i npl i cat ed that adhesi n M C2 was inportant for gliding. The effects 
of cal m dazol i um on gl i di ng and secreti on were due. . . 

. . . osci I I at i ons in i nt r acel I ul ar cal ci um I evel s may r egul at e nri cr onen^ 
secretion and control gliding rrDtility in T. gondii. 

DESCRI PTORS: 

ToxopI asrm gondi i - - 1 nor gani c subst ances. . . 
BROADER TERIVB: 
SYSTEMaTI CS: 

ToxopI asma gondi i - - ( Cocci di a ) 
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A r ol e f or cocci di an cQVP- dependent pr ot ei n ki nase in rrot i I i t y and 
i nvasi on. 

AUTHORS: Wersma, Helen I.; Gal uska, Stefan E. ; Toni ey, Fi ona M ; Sibley, 
L. David; Liberator, Paul A.; Donald, Robert G K. (a) 

AUTHORS ADDRESS: (a) IVbrck Research Laboratories, R80Y-260, P.O. Box 2000, 
Rahway, NJ, 07065-0900; USArobert donald@rBrck.com 
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SOURCE: International Journal for Parasitology 34(3), 9 IVfeirch 2004: 

369-380. [Print] 
DOCU^/E^r^ type: Art I cI e; IVbet i ng paper 
ISSN: 0020-7519 

LANGUAGES: Engli sh SUIVIV^RY LANGUAGES: Engl! sh 
RECORD TYPE: Abst r act 

...ABSTRACT: pyrrol-3-yl] pyridine (corrpound 1), which effectively controls 
t he pr ol i f er at i on of Ei nner i a t enel I a and ToxopI asrrH gondi i 
parasites in ani nnal models. The efficacy of corrpound 1 in 
par asi t e- speci f i c n^t abol i c assays of . . . 

. . . t i m ng of conpound addi t i on. Si rrul t aneous addi t i on of conpound wi t h 
extracellular E. t enel I a spor ozoi t es or T. gondii tachyzoites 
i nhi bi t ed [ 3li - ur aci I upt ake i n a dose- dependent rranner , whi I e rri ni rral 
efficacy was observed... 

...cell invasion. I mrunof I uor escence assays confirrred that conpound 1 
blocks the attachn^nt of Ein^ria spor ozoi tes or Toxoplasma 
tachyzoites to host cells and inhibits parasite invasion and gliding 
motility. Conpound 1 also inhibits the secretion of nicronemal adhesi ns 
( E. t enel I a MCI, M 02 and T. gondii M 02) , an activity closely 
I i nked t o i nvasi on and nx)t i I i t y in api conpl exan par asi t es. The i nhi bi t i on 
of T. gondii M C2 adhesi n secretion by conpound 1 was not 
reversed by treatment with cal ci um i onophor es or by et hanol . . . 

... cal ci urrv dependent events corrnDnl y associated with the discharge of the 
nicronerTB organelle in tachyzoites. Transgenic ToxopI asrrH strains 
expressing cQVP- dependent protein kinase mjt ant alleles that are 
refractory to corrpound 1 (including cQVP- dependent protein kinase 
knock- out I i nes. . . 

...potential role of cGI\/P- dependent protein kinase in invasion and 
motility. I n t hese St rai ns, par asi t e adhesi n seer et i on, gliding 
motility, host cell attachment and invasion displayed a reduced 
sensitivity to conpound 1... 

DESCRI PTORS: 

. . . ToxopI asnn gondi i - - Enzyn^s 
BROADER TERVB: 
SYSTENATI OS: 

Ei n^r i a t enel I a ( Cocci di a) 

ToxopI asnn gondi i (Coccidia) 
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I DENTI FYI NG NO. : 1 Zl AAI 001 01 7- 03 AGENCY CODE: CRI SP 
Toxoplasma Surface Antigens and I mnjni t y 
PRI NCI PAL I NVESTI G^TOR: GRI GG M Chi^EL 

SPCNSORI NG ORG : NATI ONAL I NSTI TUTE OF ALLERGY AND I NFECTI OUS DI SEASES 
FY : 2009 

ToxopI asHB Surface Antigens and Irrrrunity 

SUI\M\RY: The protozoan parasite ToxopI asrra gondii infects all 
nucleated cells and establishes life- long chronic infections in virtually 
any war rr> bl coded. . . 

. . . The SRS pr ot ei ns ar e r egul at ed in a devel oprrsnt - speci f i c manner , and W3 
showed by gene- knockout studies that four of these antigens expressed 
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by the tachyzoite stage are critical virulence factors: SAG1 , SAG2, SRS2 
and SAGS. SAGS is a pivotal adhesi n required for establishing 
infection, whereas SAG1 , SAG2 and SRS2 are primarily i nrrunonDdul at i ng 
f act or s t hat el i ci t . . . 

... in al I i nf ect ed host s. Cur \wor k vvi t h SFS2 1 dent i f i ed t hat t he maj or 1 1 y 
of TOuse virulent ToxopI asrra strains poorly express SFS2, whereas all 
avirulent strains highly express SRS2. V\fe tested whether the... 
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Rol e of ToxopI asrTH gondi 1 rryosi n A i n powsri ng paras! te gli dl ng 

and host cell invasion. (Reports). 
IVbissner, IVbrkus; Schluter, Qrk; Sol dat i , Dorri ni que 
Science, 298, 5594, 837(4) 
Get 25, 
2002 

PUBLI CATI GN FORVAT: ^/bgazi ne/ Jour nal ; Refer eed ISSN: 0036-8075 
LANGUAGE: Engl i sh RECORD TYPE: Ful I t ext ; Abst ract TARGET AUDI ENCE: 

\ADRD COU^: 2223 LI NE COUNT: 00205 

Rol e of ToxopI asrTH gondi i nyosi n A i n powsr i ng par asi t e gl i di ng 
and host cell invasion. (Reports). 

... AUTHOR ABSTRACT: motion powered by their act orryosi n syst em t o disperse 

throughout tissues and to penetrate host cells. Toxoplasma 

gondi i nyosi n A has been i npl i cat ed in t hi s pr ocess, but di r ect pr oof 

has been lacking. V\fe designed a genetic screen to generate a 

t et racycl i ne- i nduci bl e t r ansact i vat or syst em i n T. gondii. The IvyoA 

gene was disrupted i n t he presence of a second regulatable copy of IvyoA. . . 

TEXT: 

...prerequisite for survival and replication, and this process is 

dependent on the ability of T. gondii to glide (1). Q i di ng mot i 11 t y 

requires an intact act i n cytoskeleton (2) and is likely to... 

... t he IvyoA gene have f ai I ed. Thus, we t r i ed to est abl i sh a syst em f or 
conditional gene knockout to study this gene in vivo. 

7) has not been used in parasites. The Tet R can control gene 
expressi on i n T. gondii (8) but t he t TA syst em i s t ot al I y 
inactive. The repression syst em is suitable for expression of toxic 
genes and of doni nant - negat i ve mjtants... 

. . . s) (8) showed no significant ( bet a) - gal act osi dase activity. 

( Fl GURE 1 CM TTED) 

To generate a conditional knockout of IvyoA, a second copy of 
t he gene cont r ol I ed by the t et - i nduci bl e pr omot er ( IvyoAi . . . 

...depletion of IvyoAi nor ATc t r eat rent affected the rate of intracellular 
growt h ( Fi g. 30) . 

T. gondii uses si m I ar molecular mechanisms for egress and 
invasion (11-13). After lysis of the host... 
...no significant moven^nt (9) ( IVbvi es S6 to S8) . 

The apical organelles, called mcronemes, release t r ansn^ntr ane 
adhesi n conpl exes, which are necessary for parasite gliding and host 
cell invasion (14-15). An i rrpai r rrsnt . . . 

...parasites and supplemented the drinking water for sorTB groups with ATc. 

Page 35 



10585721a. pdf 

The St r ai n of T. gondi i used in this st udy i s iH, at ype I st r ai n, 
whi ch t ypi cal I y l<i I I s rri ce wi t h. . . 

...this t i TO ATc was withdrawn. At day 17 after infection, these ani toI s 
had developed T. gondii T and B eel I - speci f i c responses, as 
det er m ned by an i nt er f er on- ( ganmna) speci f i c ELI SPOT ( Fi g. . . 

. . . Fl QUFE 4 CM TTED) 

The t ransact i vat or described here was instruTOntal i n t he generation 
of a conditional knockout for a virulence gene in an api corrpi exan. 
Thi 8 syst em est abl i shes t hat t he srral I cl ass XI V. . . 

...for the nx)dul at i on of parasite gene expression in animal studies. TATi - 1 
represents a T. gondi i - speci f i c t r ansact i vat or , and it remains to be 
seen if this factor functions in other api corrpi exans. . . 
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